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General information Chemistry
Reagents and starting materials were obtained from commercial sources and used as received. Flash chromatography was carried out using Merck silica gel (230-400 mesh). Thin-layer chromatography was performed on silica gel, spots were visualized with UV light (254 and 365 nm). Melting points were determined on an OptiMelt automated melting point system. IR spectra were measured on Shimadzu FTIR IR Prestige-21 spectrometer. NMR spectra were recorded on Bruker (400 MHz) spectrometer with chemical shifts values (d) in ppm relative to TMS using the residual DMSO-d6 
Reaction procedures 1,3-Diethynylbenzene (3)
A solution of 1,3-dibromobenzene (1) (2.00 g, 8.55 mmol), i-Pr2NH (6.86 g, 67.8 mmol) in dry THF (20 mL) was degassed with argon for 10 min. Pd(PPh3)2Cl2 (0.59 g, 0.85 mmol), CuI (0.16 g, 0.85 mmol) and trimethylsilylacetylene (3.33 g, 33.9 mmol) were added and stirred under Ar at 70 °C overnight. After cooling to room temperature, the reaction mixture was filtered through a pad of celite and concentrated in vacuum. The crude product was purified by column chromatography on silica gel (hexane 100%). Obtained 1,3-bis((trimethylsilyl)-ethynyl)benzene (2) was dissolved in a mixture of MeOH (60 mL) and THF (30 mL). KF (3.72 g, 63.9 mmol) was added and stirred at room temperature for 1h. After evaporating the solvent, the mixture was dissolved in EtOAc (30 mL) and washed with water (3 × 30 mL). The organic phase was dried over Na2SO4 and concentrated in vacuum to provide 1,3-diethynylbenzene (3) as yellow oil (0.81 g, 69%).
3 After cooling to room temperature the reaction mixture was filtered through celite pad and concentrated in vacuum. The crude product was purified by column chromatography on silica gel (hexane/EtOAc 15:1) to provide bis-TMS-protected intermediate 13 in quantitative yield.
Compound 13 was dissolved in Et2O/MeOH (1:2) and K2CO3 (6.51 g, 47.1 mmol) was added. The reaction mixture was stirred for the 1 h at room temperature, diluted with Et2O and washed with H2O (375 mL). The organic layer was dried over Na2SO4 and concentrated in vacuum to dryness 
2-Azide-N-(4-nitrophenyl)acetamide (6c)
Compound 6c was prepared according to the general procedure from 2-chloro-N-(4-nitrophenyl)acetamide (5c) (1.00 g, 4.66 mmol) and NaN3 (0.454 g, 6.99 mmol) as a yellow solid (0.98 g, 95% 
2-Azido-N-(sulfamoylbenzyl)acetamide (10a)
Compound 10a 
1,3-Di-{1-(N-1-(4-hydroxycarbonylbenzylamino)-2-acetyl)-1,2,3-triazol-4-yl}benzene (11b)
Compound 11b was prepared according to the general procedure from 
3,5-Di-{1-(N-1-(4-aminosulphonylphenylamino)-2-acetyl)-1,2,3-triazol-4-yl}pyridine (15a)
Compound 15a was prepared according to the general procedure from 2-azide-N-(4-sulfamoylphenyl)acetamide (6a) (0.25 g, 0.98 mmol), 1,3-diethynylpyridine (14) {1-(N-1-(4-nitrophenylamino)-2-acetyl)-1,2,3-triazol-4-yl}anisole (20c) Compound 20c was prepared according to the general procedure from 2-azide-N-(4-nitrophenyl)acetamide (6c) (0.18 g, 0.80 mmol), 1,3-diethynyl-5-metoxybenzene (19) (0.05 g, 0.16 mmol) and acetic acid (0.09 mL, 1.60 mmol). Reaction mixture was stirred at room temperature for 3 h, then H2O (40 mL) was added. Precipitate formed was filtered, washed with H2O (240 mL), sat. aq. NH4Cl (340 mL), v/v 80% MeOH (240 mL) and dried on air. Graphpad Prism. Tested compounds were dissolved in DMSO and their inhibitory activity was assessed at 140 and 300 μM strength. Galloflavin (Sigma, SML0776) at the same molar concentration was used as a known LDH inhibitor. The master reaction mix composed of LDH assay buffer and 10 ng human LDHA substrate per reaction was prepared. Tested compounds were added and the final reaction volume was adjusted to 50 µL. Absorbance at 450 nm was taken after 2-3 minutes (T-initial) and continued every minute for 118 mins (T-final). The change in measurement over time (delta A450) was calculated as T-final minus T-initial. The amount of NADH generated by the assay between T-initial and T-final was deduced by comparing the A450 of each sample to the standard NADH standard curve. LDHA activity was calculated in milliunits per mL as the amount of NADH generated by the assay / (reaction time in minutes (118)  reaction volume in mL (0.005).
